WO 01/19826 


1 


PCT/GBOO/03474 


TRIAZOLO[4,5-d]PYRMIDINYL COMPOUNDS 
This application is a National Stage of International Application No. PCT/GBOO/03474 filed September 1 I, 2000. 

FIELD OF THE INVENTION 
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The present invention provides novel hydroxypyrrolidine compounds, their use as 
medicaments, compositions containing them and processes for their preparation. 

BACKGROUND OF THE INVENTION 
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Platelet adhesion and aggregation are initiating events in arterial thrombosis. Although the 
process of platelet adhesion to the sub-endothelial surface may have an important role to 
' play in the repair of damaged vessel walls, the platelet aggregation that this initiates can 
precipitate acute thrombotic occlusion of vital vascular beds, leading to events with high 
j 5 morbidity such as myocardial infarction and unstable angina. The success of interventions 
used to prevent or alleviate these conditions, such as thrombolysis and platelet-mediated 
occlusion or re-occlusion also compromises angioplasty. 

A number of converging pathways lead to platelet aggregation. Whatever the initial 
20 stimulus, the final common event is a cross-linking of platelets by binding of fibrinogen to 
a membrane-binding site, glycoprotein Ilb/IIIa (GPIIb/HIa). The high anti-platelet efficacy 
of antibodies or antagonists for GPIIb/IIIa is explained by their interference with this final 
common event However, this efficacy may also explain the bleeding problems that have 
been observed with this class of agent. Thrombin can produce platelet aggregation largely 
25 independently of other pathways but substantial quantities of thrombin are unlikely to be 
present without prior activation of platelets by other mechanisms. Thrombin inhibitors 
such as hirudin are highly effective anti-thrombotic agents, but again may produce 
excessive bleeding because they function as both anti-platelet and anti-coagulant agents 
(The TIMI 9a Investigators (1994), Circulation 90, pp. 1624-1630; The Global Use of 
30 Strategies to Open Occluded Coronary Arteries (GUSTO) Ila Investigators (1994) 
Circulation 90, pp. 1631-1637; Neuhaus K. L. et. al. (1994) Circulation 90, pp. 1638- 
1642). 


